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Abstract 


The present invention features gamma -secretase substrates and in vitro assays for measuring gamma - 
secretase activity employing such substrates. The gamma -secretase substrates described herein contain a 
hydrophilic polypeptide moiety covalently joined to the carboxyl terminus of a beta -CTF domain. A " beta - 
CTF domain" is a polypeptide that can be cleaved by gamma -secretase and which approximates the C- 
terminal fragment (amino acids 596-695) of APP produced after cleavage of APP by a beta -secretase, or is 
a functional derivative thereof. 
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United States Patent 
Seubert , et al. 



5,441,870 
August 15, 1995 



Methods for monitoring cellular processing of .beta.-amyloid precursor protein 

Abstract 

Processing of .beta.-amyloid precursor protein (.beta.APP) is monitored by detecting the secretion of a 
soluble .beta.APP fragment resulting from cleavage of .beta.APP at the amino-terminus of .beta.- 
amyloid peptide. In vivo monitoring of secretion of the .beta.APP fragment may be monitored for 
diagnosis and prognosis of Alzheimer's disease and other .beta. -amyloid-related diseases, while in vitro 
monitoring of such secretion from cultured cells may be monitored to identify inhibitors of .beta.- 
amyloid production. The .beta.APP fragment may be detected using antibodies and other specific 
binding substances which recognize a carboxy-terminal residue on the fragment. 
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